Stereochemical preferences for curarimimetic neuromuscular junction blockade I: enantiomeric monoquaternary amines as probes.
Seven pairs of monoquaternary enantiomeric neuromuscular junction blocking agents were prepared in which the carbon asymmetry is adjacent to the quaternized nitrogen moiety. The tertiary amines from which the blocking species were obtained are carnegine, laudanosine, N-methylpavine, corydine, isocorydine, glaucine, and boldine. Curarimimetic potencies, obtained with an in vivo cat tongue-hypoglossal nerve preparation, were obtained for the enantiomeric methiodides of each of these amines. Possible contributions to activity be preferential binding to blood components or by selective inhibition of acetylcholinesterase also were studied. The combined studies indicate that there is a modest preference by the neuromuscular junction of the cat for monoquaternary blockers with the (s)-confirguation.